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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSSPTA1626GMS 

PASSWORD : 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * * 


* * 






* Welcome to STN International *★★★****★* 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


DEC 


05 


CASREACT (R) - Over 10 million reactions available 


NEWS 


4 


DEC 


14 


2006 MeSH terms loaded in MEDLINE/LMEDLINE 


NEWS 


5 


DEC 


14 


2006 MeSH terms loaded for MEDLINE file segment of TOXCENTER 


NEWS 


6 


DEC 


14 


CA/CAplus to be enhanced with updated IPC codes 


NEWS 


7 


DEC 


21 


IPC search and display fields enhanced in CA/CAplus with the 










IPC reform 


NEWS 


8 


DEC 


23 


New IPC8 SEARCH, DISPLAY, and SELECT fields in USPATFULL/ 










USPAT2 


NEWS 


9 


JAN 


13 


IPC 8 searching in IFIPAT, IFIUDB, and IFICDB 


NEWS 


10 


JAN 


13 


New IPC 8 SEARCH, DISPLAY, and SELECT enhancements added to 










INPADOC 


NEWS 


11 


JAN 


17 


Pre- 1988 INPI data added to MARPAT 


NEWS 


12 


JAN 


17 


IPC 8 in the WPI family of databases including WPIFV 


NEWS 


13 


JAN 


30 


Saved answer limit increased 


NEWS 


14 


JAN 


31 


Monthly current -awareness alert (SDI) frequency 










added to TULSA 


NEWS 


15 


FEB 


21 


STN AnaVist, Version 1.1, lets you share your STN AnaVist 










visualization results 


NEWS 


16 


FEB 


22 


Status of current WO (PCT) information on STN 


NEWS 


17 


FEB 


22 


The IPC thesaurus added to additional patent databases on STN 


NEWS 


18 


FEB 


22 


Updates in EPFULL; IPC 8 enhancements added 


NEWS 


19 


FEB 


27 


New STN AnaVist pricing effective March 1, 2006 


NEWS 


20 


FEB 


28 


MEDLINE/LMEDLINE reload improves functionality 


NEWS 


21 


FEB 


28 


TOXCENTER reloaded with enhancements 


NEWS 


22 


FEB 


28 


REGI STRY/ ZREGI STRY enhanced with more experimental spectral 










property data 


NEWS 


23 


MAR 


01 


INSPEC reloaded and enhanced 


NEWS 


24 


MAR 


03 


Updates in PATDPA; addition of IPC 8 data without attributes 



NEWS EXPRESS FEBRUARY 15 CURRENT VERSION FOR WINDOWS IS V8.01a, 

CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 19 DECEMBER 2005. 
V8.0 AND V8.01 USERS CAN OBTAIN THE UPGRADE TO V8 . 01a AT 
http : / / download . cas . org/express/v8 . 0-Discover/ 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 

NEWS WWW CAS World Wide Web Site (general information) 
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Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus *************** 

FILE ! HOME ! ENTERED AT 14:35:32 ON 07 MAR 2006 

= > 

Uploading 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 
Do you want to switch to the Registry File? 
Choice (Y/n) : 

Switching to the Registry File... 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS" at an arrow prompt (=>) for a list of 
commands which can be used in this file. 

=> FILE REGISTRY 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 14:35:54 ON 07 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 6 MAR 2006 HIGHEST RN 876011-49-3 
DICTIONARY FILE UPDATES: 6 MAR 2006 HIGHEST RN 876011-49-3 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

*******************************************************^ 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* - " # 

******************************************* 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 
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REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 



Uploading C:\Program Files\Stnexp\Queries\10733803 . str 




chain nodes : 

20 21 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 
chain bonds : 
5-20 9-21 11-21 
ring bonds : . 

1-2 1-7 2-3 3-4 4-8 5-6 5-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13 

13-15 14-19 15-16 16-17 17-18 18-19 
exact /norm bonds : 

5-6 5-20 6-7 10-11 10-14 11-12 12-13 13-14 13-15 14-19 15-16 16-17 

17-18 18-19 

exact bonds : 

5-9 8-9 9-21 11-21 

normalized bonds : 

1-2 1-7 2-3 3-4 4-8 7-8 

isolated ring systems : 

containing 1 : 10 : 



Match level : 

l:Atom 2: Atom 3 : Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 

11: Atom 12:Atom 13: Atom 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 19: Atom 
20: CLASS 21: CLASS 



LI STRUCTURE UPLOADED 

= > d 11 
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LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 14:36:10 FILE REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 5 TO ITERATE 

100.0% PROCESSED 5 ITERATIONS 3 ANSWERS 

SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 5 TO 234 

PROJECTED ANSWERS: 3 TO 163 



L2 3 SEA SSS SAM LI 

=> s 11 sss full 

FULL SEARCH INITIATED 14:36:16 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 103 TO ITERATE 

100.0% PROCESSED 103 ITERATIONS 

SEARCH TIME: 00.00.02 

L3 76 SEA SSS FUL LI 

=> FIL HCAPLUS 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 166.94 167.15 




JWERS 



FILE 'HCAPLUS' ENTERED AT 14:36:41 ON 07 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 7 Mar 2006 VOL 144 ISS 11 
FILE LAST UPDATED: 6 Mar 2006 (20060306/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 




Uploading C:\Program Files\Stnexp\Queries\10733803a . str 




chain nodes : 
15 16 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 
chain bonds : 
5-15 9-16 11-16 
ring bonds : 

1-2 1-7 2-3 3-4 4-8 5-6 5-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13-14 

exact /norm bonds : 

5-6 5-15 6-7 10-11 10-14 

exact bonds : 

5-9 8-9 9-16 11-12 11-16 12-13 13-14 

normalized bonds : 

1-2 1-7 2-3 3-4 4-8 7-8 

isolated ring systems : 

containing 1 : 10 : 
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Match level : 

l:Atom 2: Atom 3: Atom 4 : Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 
11: Atom 12: Atom 13 : Atom 14: Atom 15: CLASS 16: CLASS 



L5 STRUCTURE UPLOADED 

= > d 15 

L5 HAS NO ANSWERS 
L5 STR 




Structure attributes must be viewed using STN Express query preparation. 



= > s 15 

REGIS tRY INITIATED 

Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



SAMPLE SEARCH INITIATED 14:38:08 FILE ' REGISTRY ' 
SAMPLE SCREEN SEARCH COMPLETED - 223 TO ITERATE 

100.0% PROCESSED 223 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE* * 
PROJECTED ITERATIONS: 3565 TO 5355 

PROJECTED ANSWERS: 1778 TO 3102 

L6 50 SEA SSS SAM L5 



50 ANSWER^ 
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L7 



26 L6 



=> FIL REGISTRY 
COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
2.53 



TOTAL 
SESSION 
175.18 



FULL ESTIMATED COST 



FILE REGISTRY 1 ENTERED AT 14:38:18 ON 07 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 6 MAR 2006 HIGHEST RN 876011-49-3 

DICTIONARY FILE UPDATES: 6 MAR 2006 HIGHEST RN 876011-49-3 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

***************************^ 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
*****************************^ 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www. cas . org/ONLINE/UG/regprops . html 



=> d his 



(FILE ' HOME 1 ENTERED AT 14:35:32 ON 07 MAR 2006) 



FILE 



'REGISTRY' ENTERED AT 14:35:54 ON 07 MAR 2006 
STRUCTURE UPLOADED 
3 S LI 
76 S LI SSS FULL 



LI 
L2 
L3 



FILE 



'HCAPLUS' ENTERED AT 14:36:41 ON 07 MAR 2006 
1 S L3 

STRUCTURE UPLOADED 
S L5 



L4 
L5 



FILE 



•REGISTRY 1 ENTERED AT 14:38:08 ON 07 MAR 2006 
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L6 50 S L5 

FILE 'HCAPLUS' ENTERED AT 14:38:09 ON 07 MAR 2006 
L7 26 S L6 

FILE 'REGISTRY' ENTERED AT 14:38:18 ON 07 MAR 2006 

= > 



Uploading C:\Program Files\Stnexp\Queries\10733803a . str 




chain nodes : 
15 16 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 
chain bonds : 
5-15 9-16 11-16 
ring bonds : 

1-2 1-7 2-3 3-4 4-8 5-6 5-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13 

exact /norm bonds : 

5-6 5-15 6-7 10-11 10-14 

exact bonds : 

5-9 8-9 9-16 11-12 11-16 12-13 13-14 

normalized bonds : 

1-2 1-7 2-3 3-4 4-8 7-8 

isolated ring systems : 

containing 1 : 10 : 

Match level : 

l:Atom 2:Atom 3: Atom 4 : Atom 5: Atom 6:Atom 7:Atom 8:Atom 9: Atom 10:Atom 
ll:Atom 12: Atom 13 :Atom 14: Atom 15: CLASS 16 : CLASS 



L8 STRUCTURE UPLOADED 

= > d 18 

L8 HAS NO ANSWERS 
L8 STR 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 18 

SAMPLE SEARCH INITIATED 14:39:00 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 223 TO ITERATE 

100.0% PROCESSED 223 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.09 




FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH * * COMPLETE* * 

3565 TO 5355 
1778 TO 3102 



L9 



5 0 SEA SSS SAM L8 



=> S 18 sss full 

FULL SEARCH INITIATED 14:39:19 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 4747 TO ITERATE 

100.0% PROCESSED 4747 ITERATIONS 

SEARCH TIME: 00.00.01 



L10 



2581 SEA SSS FUL L8 




=> FIL HCAPLUS 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
167.38 



TOTAL 
SESSION 
342.56 



FILE 'HCAPLUS' ENTERED AT 14:39:27 ON 07 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
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for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 7 Mar 2006 VOL 144 ISS 11 
FILE LAST UPDATED: 6 Mar 2006 (200603 06/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> d his 



(FILE 'HOME' ENTERED AT 14:35:32 ON 07 MAR 2006) 

FILE 'REGISTRY' ENTERED AT 14:35:54 ON 07 MAR 2006 
LI STRUCTURE UPLOADED 

L2 3 S LI 

L3 76 S LI SSS FULL 

2D AT 14:36:41 ON 07 MAR 2006 
_1_ S L3 ^ 

"STOG^TU^E^ITP LOADED 
S L5 

FILE 'REGISTRY' ENTERED AT 14:38:08 ON 07 MAR 2006 
L6 50 S L5 

FILE 'HCAPLUS' ENTERED AT 14:38:09 ON 07 MAR 2006 
L7 26 S L6 

FILE 'REGISTRY' ENTERED AT 14:38:18 ON 07 MAR 2 006 
L8 STRUCTURE UPLOADED 

L9 50 S L8 

L10 2581 S L8 SSS FULL 




FILE 'HCAPLUS* ENTERED AT 14:39:27 ON 07 MAR 2006 



=> S 110 

Lll 427 L10 



=> s 111 and kinase 

258792 KINASE 

50922 KINASES 
267146 KINASE 

(KINASE OR KINASES) 
L12 275 Lll AND KINASE 



=> s 112 and protein 

1842070 PROTEIN 

1288156 PROTEINS 

2143577 PROTEIN 

(PROTEIN OR PROTEINS) 
L13 160 L12 AND PROTEIN 
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=> s 113 and transduction 

184441 TRANSDUCTION 

369 TRANSDUCTIONS 
184581 TRANSDUCTION 

(TRANSDUCTION OR TRANSDUCTIONS) 
L14 39 LI 3 AND TRANSDUCTION 



=> s 114 and signal 

457885 SIGNAL 
151317 SIGNALS 
554815 SIGNAL 

(SIGNAL OR SIGNALS) 
39 Ll# AND SIGNAL 



L15 



=> d 115 ibib abs tot 



LI 5 ANSWER 1 OF 39 HCAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005 : 1126626 HCAPLUS 
143 :399869 

Methods using VEGF signaling inhibitors for preventing 
UVB- induced skin damage 

Detmar, Michael; Hirakawa, Satoshi; Fujii, Seishiro 

The General Hospital Corporation, USA 

PCT Int. Appl. , 36 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



A2 



WO 2005097187 

W: AE, AG, AL, AM, AT, 
CN, CO, CR, CU, CZ, 
GE, GH, GM, HR, HU, 
LK, LR, LS, LT, LU, 
NO, NZ, OM, PG, PH, 
SY, TJ, TM, TN, TR, 
RW: BW, GH, GM, KE, LS, 
AZ, BY, KG, KZ, MD, 
EE, ES, FI, FR, GB, 
RO, SE, SI, SK, TR, 
MR, NE, SN, TD, TG 
US 2005281761 Al 
PRIORITY APPLN. INFO. : 
AB Skin damage, e.g. acute UVB 
subject by administering to 
UVB- induced skin damage, an 



20051020 

AU, AZ, 

DE, DK, 

ID, IL, 

LV, MA, 

PL, PT, 

TT, TZ, 

MW, MZ, 

RU, TJ, 

GR, HU, 

BF, BJ, 

20051222 



WO 

BA, BB 

DM, DZ 

IN, IS 

MD, MG 

RO, RU 

UA, UG 

NA, SD 

TM, AT 

IE, IS 

CF, CG 



2005- 
BG, 
EC, 

JP, 
MK, 
SC, 
US, 
SL, 
BE, 
IT, 
CI, 



US11297 

BR, BW, 

EE, EG, 

KE, KG, 

MN, MW, 

SD, SE, 

UZ, VC, 

SZ, TZ, 

BG, CH, 

LT, LU, 

CM, GA, 



BY, 
ES, 
KP, 
MX, 
SG, 
VN, 
UG, 
CY, 
MC, 
GN, 



20050401 

BZ, CA, CH, 

FI, GB, GD, 

KR, KZ, LC, 

MZ, NA, NI, 

SK, SL, SM, 

YU, ZA, ZM, 

ZM, ZW, AM, 

CZ, DE, DK, 

NL, PL, PT, 

GQ, GW, ML, 



US 2005-96451 20050401 
US 2004-559300P P 20040401 

•induced skin damage, can be reduced in a 
a subject having, or at risk for, acute 
agent that inhibits VEGF signaling. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



2005: 1078247 HCAPLUS 
143 :360086 

Combinations of signal transduction 

inhibitors 

Eck, Stephen Louis; Fry, David William; Leopold, 
Judith Ann 
Pfizer Inc, USA 



ZW 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



U.S. Pat. Appl. Publ., 31 pp. 

CODEN : USXXCO 

Patent 

English 

1 



PATENT 


NO. 




KIND 


DATE 






APPLICATION 


NO. 




DATE 




US 2005222163 




Al 




20051006 




US 2005- 


95442 




20050330 


WO 2005094830 




Al 




20051013 




WO 2005- 


IB720 




20050318 


W: 


AE, AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN,0 CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 




LK, LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 




NO, NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


sc, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 




SY, TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 


RW: 


BW, GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 




AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


cz, 


DE, 


DK, 




EE, ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


is, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 




RO, SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 




MR, NE, 


SN, 


TD, 


TG 
























PRIORITY APPLN. INFO 














US 2004- 


557623P 




P 20040330 



AB 



The present invention relates to methods for treating cancer comprising 
utilizing a combination of signal transduction 

inhibitors. More specifically, the present invention relates to 
combinations of so called cell cycle inhibitors with mitogen stimulated 
kinase signal transduction inhibitors, more 

specifically combinations of CDK inhibitors with mitogen stimulated 
kinase signal transduction inhibitors, more 

preferably MEK inhibitors. Other embodiments of the invention relate to 
addnl . combinations of the aforesaid combinations with standard anti-cancer 
agents such as cytotoxic agents, palliatives and ant iangiogenics . Most 
specifically this invention relates to combinations of 

6-acetyl-8-cyclopentyl-5-methyl-2- (5-piperazin-l-yl-pyridin-2-ylamino) -8H- 
pyrido [2 , 3 -d] pyrimidin-7-one including salt forms, which is a selective 
cycl in-dependent kinase 4 (CDK4) inhibitor, in combination with 
one or more MEK inhibitors, most preferably N- [ (R) -2 , 3-dihydroxy-propoxy] - 
3,4-difluoro-2- (2-f luoro-4 -iodo-phenylamino) -benzamide. The 
aforementioned combinations are useful for treating inflammation and cell 
proliferative diseases such as cancer and restenosis. 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 
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PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2 006 ACS on STN 
2005:570817 HCAPLUS 
143 :90995 

Compositions using CDK4 inhibitors for the treatment 
of mutant receptor tyrosine kinase-driven 
cellular proliferative diseases 
Briesewitz, Roger 
Theravance, Inc., USA 
PCT Int. Appl . , 44 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 
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WO 2005058341 
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Uses are provided of a CDK4 inhibitor in the manufacture of a medicament for 
treating a subject suffering from a cellular proliferative disease 
characterized by the presence of a mutant receptor tyrosine kinase 

The CDK4 inhibitor is for administration either alone or in combination 
with at least one of an inhibitor of the mutant receptor tyrosine 
kinase and an MEK inhibitor. Also provided are compns . , including 
pharmaceutical formulations and kits thereof, comprising the above 
inhibitors . 
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eye 1 in -dependent kinase inhibitor GW8510: 
Identification of 3' substituted indolones as a 
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Increasing evidence suggests that neuronal apoptosis is triggered by the 
inappropriate activation of cycl in-dependent kinases leading to 
an abortive re-entry of neurons into the cell cycle. Pharmacol, 
inhibitors of cell -cycle progression may therefore have value in the 
treatment of neurodegenerative diseases in humans. GW8510 is a 3 ' 
substituted indolone that was developed recently as an inhibitor of 
cycl in -dependent kinase 2 (CDK2) . We found that GW8510 inhibits 
the death of cerebellar granule neurons caused by switching them from high 
potassium (HK) medium to low potassium (LK) medium. Although GW8510 
inhibits CDK2 and other CDKs when tested in in vitro biochem. assays, when 
used on cultured neurons it only inhibits CDKS, a cytoplasmic CDK that is 
not associated with cell-cycle progression. Treatment of cultured HEK293T 
cells with GW8510 does not inhibit cell-cycle progression, consistent with 
its inability to inhibit mitotic CDKs in intact cells. Neuroprotection by 
GW8510 is independent of Akt and MEK-ERK signaling. Furthermore, GW8510 
does not block the LK-induced activation of Gsk3P and, while 
inhibiting c-jun phosphorylation, does not inhibit the increase in c-jun 
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expression observed in apoptotic neurons. We also examined the effectiveness 
of other 3' substituted indolone compds. to protect against neuronal 
apoptosis. We found that like GW8510, the VEGF Receptor 2 Kinase 
Inhibitors [3- (lH-pyrrol-2-ylmethylene) -l,3-dihydroindol-2-one] , 
( Z ) - 3 - 2 , 4 -Dimethyl - 3 - ( et hoxycarbonyl ) pyrrol - 5 -y lme thyl idenyl indol - 2 -one 
and [ (Z) -5-Bromo-3- (4, 5, 6, 7-tetrahydro-lH-indol-2-ylmethylene) -1,3- 
dihydroindol-2-one] , the Src family kinase inhibitor SU6656 and 
a com. available inactive structural analog of an RNA-dependent 
protein kinase inhibitor 5-Chloro-3- (3 , 5-dichloro-4- 

hydroxybenzy li dene) -1,3 -dihydro-indo 1-2 -one, are all neuroprotective when 
tested on LK-treated neurons. Along with our recent identification of the 
c-Raf inhibitor GW5074 (also a 3 1 substituted indolone) as a 
neuroprotective compound, our findings Identify the 3* substituted indolone 
as a core structure for the designing of neuroprotective drugs that may be 
used to treat neurodegenerative diseases in humans. 
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AB This invention is directed to potent inhibitors of protein 

tyrosine kinase such as quinoline/quinoxaline compds. alone or 
in synergistic combination with antiangiogenic or chemotherapeutic agents 
for the abrogation of mature vasculature within chemotherapeutic 
refractory tumors, pharmaceutical compns . comprising these compds., and to 
the use of these compds. for treating a patient suffering from or subject 
to disorders/conditions involving cell proliferation, and particularly 
treatment of brain cancer, ovarian cancer, pancreatic cancer prostate 
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cancer, and human leukemias, such as chronic myelogenous leukemia, acute 
myelogenous leukemia or acute lymphoid leukemia. 
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AB The invention provides combination treatments with IL-21, analogs and 

derivs. thereof for the treatment of cancer and viral infection. 
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PRIORITY APPLN. INFO.: US 2003-512255P P 20031016 

AB The present invention is directed to an antibody or fragments thereof that 
are specific for a fibroblast growth factor receptor (FGFR) -1 (Illb) , 
FGFR-1 (IIIc) , and/or FGFR -4 . Also, provided herein, are vectors and host 
cells comprising the nucleic acids encoding those antibodies. The present 
invention further provides methods of antagonizing FGFR-1 or FGFR -4 as a 
treatment for obesity, diabetes, or a condition related thereto, and 
methods of reducing food intake. 
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AB Synovial sarcoma is a soft tissue sarcoma, the growth regulatory 

mechanisms of which are unknown. We investigated the involvement of 

fibroblast growth factor (FGF) signals in synovial sarcoma and 

evaluated the therapeutic effect of inhibiting the FGF signal. 

The expression of 22 FGF and 4 FGF receptor (FGFR) genes in 18 primary 

tumors and five cell lines of synovial sarcoma were analyzed by reverse 

transcript ion- PCR. Effects of recombinant FGF2, FGF 8 , and FGF 18 for the 

activation of mitogen-activated protein kinase (MAPK) 

and the growth of synovial sarcoma cell lines were analyzed. Growth 

inhibitory effects of FGFR inhibitors on synovial sarcoma cell lines were 

investigated in vitro and in vivo. Synovial sarcoma cell lines expressed 

multiple FGF genes especially those expressed in neural tissues, among which 

FGF8 showed growth stimulatory effects in all synovial sarcoma cell lines. 

FGF signals in synovial sarcoma induced the phosphorylation of 

extracellular signal-regulated kinase (ERK1/2) and 

p38MAPK but not c-Jun NH2 -terminal kinase. Disruption of the 

FGF signaling pathway in synovial sarcoma by specific inhibitors of FGFR 

caused cell cycle arrest leading to significant growth inhibition both in 

vitro and in vivo. Growth inhibition by the FGFR inhibitor was associated 

with a down-regulation of phosphorylated ERK1/2 but not p38MAPK, and an 

ERK kinase inhibitor also showed growth inhibitory effects for 
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synovial sarcoma, indicating that the growth stimulatory effect of FGF was 
transmitted through the ERK1/2 . FGF signals have an important 
role in the growth of synovial sarcoma, and inhibitory mols. will be of 
potential use for mol . target therapy in synovial sarcoma. 
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The present invention relates to a combination therapy for treating 
patients suffering from proliferative diseases or diseases associated with 
persistent angiogenesis . The patient is treated with: (a) a VEGF 
inhibitor compound; and (b) one or more chemotherapeutic agents selected 
from the group consisting of: an aromatase inhibitor; an anti-estrogen, an 
anti-androgen (especially in the case of prostate cancer) or a gonadorelin 
agonist; a topoisomerase I inhibitor or a topoisomerase II inhibitor; a 
microtubule active agent, an alkylating agent, an anti-neoplastic 
ant i -metabolite or a plat in compound; a compound targeting/decreasing a 
protein or lipid kinase activity or a protein 

or lipid phosphatase activity, a further ant i -angiogenic compound or a 
compound which induces cell differentiation processes. The patient is 
treated with : (a) a VEGF inhibitor compound; and (b) one or more 
chemotherapeutic agents selected from the group consisting of : a 
bradykinin 1 receptor or an angiotensin II antagonist ; a cyclooxygenase 
inhibitor , a bisphosphonate , a heparanase inhibitor (prevents heparan 
sulfate degradation) , e.g. , PI-88 , a biol . response modifier, preferably a 
lymphokine or interferons , e.g., interferon y, an ubiquitination 
inhibitor, or an inhibitor which blocks anti-apoptotic pathways ; an 
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inhibitor of Ras oncogenic isoforms or a farnesyl transferase inhibitor ; 
a telomerase inhibitor , e.g. , telomestatin ; a protease inhibitor, a 
matrix metalloproteinase inhibitor , a methionine aminopeptidase inhibitor 
, e.g. , bengamide or a derivative thereof , or a proteasome inhibitor , e. c 
, PS-341. The patient is treated with : (a) a VEGF inhibitor compound (b) 
one or more chemotherapeutic agents selected from the group consisting of 
: agents used in the treatment of hematol . malignancies or FMS-like 
tyrosine kinase inhibitors ; an HSP90 inhibitors ; HDAC 
inhibitors ; mTOR inhibitors ; somatostatin receptor antagonists ; 
integrin antagonists ; anti-leukemic compds. ; tumor cell damaging 
approaches such as ionizing radiation EDG binders ; anthranilic acid amide 
class of kinase inhibitors ; ribonucleotide reductase inhibitors 
; S-adenosylmethionine decarboxylase inhibitors ; antibodies against VEGF 
or VEGFR ; photodynamic therapy ; angiostatic steroids ; implants containing 
corticosteroids ; ATI receptor antagonists ; ACE inhibitors. 
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AB Title compound I is prepared I and salts thereof is prepared in several steps 
from 3-fluoro-4-nitrophenol, 4-chloro-N-methylpyridine-2-carboxamide and 
4-chloro-3- (trif luoromethyl ) phenyl isocyanate . I inhibits PDGFR tyrosine 
kinase with IC50 = 83nM. I is useful for the treatment of, e.g., 
inflammation and as an antiproliferative agent. 
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inhibitors as molecular-targeted drugs 
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FLT3 signal transduction inhibitors as 



mol . -targeted drugs in the treatment of acute myeloid leukemia and acute 
lymphoid leukemia is reviewed including FLT3 kinase inhibitors 
such as MLN-518, PKC-412, CEP-701, and SU11248 etc. as well as anti FLT3 
antibody, and HSP90 inhibitors as examples. 
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The present invention is directed to methods and compns . for augmenting 
treatment of cancers and other proliferative disorders. In particular 
embodiments, the invention combines the administration of an agent that 
inhibits the anti-apoptotic activity of galectin-3 (e.g., a 'galectin-3 
inhibitor 1 ) so as to potentiate the toxicity of a chemotherapeutic agent. 
In certain preferred embodiments, the conjoint therapies of the present 
invention can be used to improve the efficacy of those chemotherapeutic 
agents whose cytotoxicity is influenced by the status of an anti-apoptotic 
Bcl-2 protein for the treated cell. For instance, galectin-3 
inhibitors can be administered in combination with a chemotherapeutic 
agent that interferes with DNA replication fidelity or cell-cycle 
progression of cells undergoing unwanted proliferation. 
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Ovarian cancer has the highest mortality rate of any gynecol . disease 
affecting women in Western countries. VEGF is a crucial inducer of 
angiogenesis both in vivo and in vitro. VEGF is commonly upregulated in 
ovarian cancer and is regulated by HIF-1. SU5416 is known to inhibit 
various stages of tumor growth. In this study, we show that SU5416 
inhibited VEGF mRNA expression in ovarian cancer cells in a dose-dependent 
manner. SU5416 inhibited VEGF expression at the transcriptional level 
through the HIF-1 DNA binding site. HIF-1 is composed of HIF-la and 
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HIF-lp subunits. SU5416 specifically decreased HIF-la, but not 
HIF-ip protein levels. To understand the signaling 
pathways regulating SU5416-inhibited VEGF and HIF-la expression, we 
found that SU5416 inhibited PI3K activity. AKT is a downstream target of 
PI3K. We found that SU5416 also inhibited AKT and p70S6Kl activation and 
activity in a dose-dependent manner. These results demonstrate that 
SU5416 inhibited VEGF and HIF-la expression through the inhibition 
of PI3K/AKT/p70S6Kl pathway in ovarian cancer cells. These results 
indicate that SU5416 may be an effective agent for ovarian cancer 
treatment through the inhibition of VEGF and HIF-1 expression, and the 
activation of PI3K/AKT/p70S6Kl signaling pathway. 
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The present invention provides novel methods for the treatment of cancer, 
methods for screening compds . having anti-cancer activity, and methods of 
assessing cancer progression. In accordance with the present invention, a 
method of assessing the anti-cancer activity of a KIT tyrosine 
kinase inhibitor in a biol . sample comprising a tumor cell is 
provided. In a preferred embodiment, the tumor is a gastrointestinal 
stromal tumor (GIST) and the KIT tyrosine kinase inhibitor is 
imatinib, SU11248 (Sugen Pharmaceuticals), or a pharmaceutical^ 
acceptable salt thereof. DNA microarrays revealed 148 genes that were 
differentially expressed between untreated and imatinib-treated human GIST 
cells, in vitro. One of these genes, Sprouty4A (SPRY4A) a regulator of 
tyrosine kinase-mediated signaling pathways, was dramatically 
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down- regulated. A biomarker MAFbx was up-regulated in response to 
imatinib treatment. In addition, imatinib inhibited KIT phosphorylation 
without affecting the total level of KIT protein. The inventors 
proposed a method for determining the efficacy of an anticancer treatment 
comprising detection of an alteration in phosphorylation of a biomarker 
(such as decrease in GAB1 phosphorylation) . 
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Some protein kinases are known to acquire resistance 
to selective small mol . inhibitors upon mutation of a conserved threonine 
at the ATP binding site to a larger residue. Here, we performed a 
comprehensive mutational anal, of this structural element and determined the 
cellular sensitivities of several disease-relevant tyrosine 
kinases against various inhibitors. Mutant kinases 

possessing a larger side chain at the critical site showed resistance to most 
compds. tested, such as ZD1839, PP1, AG1296, STI571, and a 

pyrido[2,3-d]pyrimidine inhibitor. In contrast, indolinones affected both 
wild-type and mutant kinases with similar potencies. Resistant 
mutants were established for Pharmacol, anal, of pPDGF 

receptor-mediated signaling and allowed the generation of a drug- inducible 
system of cellular Src kinase activity. Our data establish a 
conserved structural determinant of protein kinase 
sensitivity relevant for both signal transduction 
research and drug development. 
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Dysregulation of fibroblast growth factor receptor 3 (FGFR3) by the 
translocation t (4;14) (pl6;q32) occurs in 15% of multiple myeloma (MM) 
patients and confers a growth and survival advantage to malignant plasma 
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cells. As FGFR3 is a mol. target, we assessed the therapeutic potential 
of the FGFR- specific tyrosine kinase inhibitors SU5402 and 
SU10991 in MM. SU5402 inhibited FGFR3 phosphorylation in vitro and in 
murine MM tumor models. B cells dependent on FGFR3 for survival were 
specifically sensitive to SU5402. A panel of 11 human myeloma cell lines 
was studied, five bearing the t(4;14) translocation. The KMS11 human 
myeloma cell line, which expresses constitutively active mutant FGFR3, 
displayed an 85% decrease in S-phase cells, a 95% increase in G0/G1 cells, 
and 4* 5-fold increase in apoptotic cells after 72 h treatment with 
10 |amol/l SU5402. Activated extracellular signal -regulated 
kinases 1 and 2 and signal transducer and activator of 

transcription 3 were rapidly down -regulated after SU5402 treatment. In 
human myeloma cell lines expressing wild-type FGFR3 the stimulating effect 
of aFGF ligand was abrogated by SU5402 treatment. Myeloma cells lacking 
the t(4;14) or with the t(4;14) and a secondary RAS mutation did not 
respond to therapy. These findings support the development of clin. 
trials of early intervention with FGFR3 inhibitors in t(4;14) myeloma. 
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Activating mutations in the juxtamembrane domain (FLT3 -length mutations, 
FLT3-LM) and in the protein tyrosine kinase domain 

(TKD) of FLT3 (FLT3-TKD) represent the most frequent genetic alterations 
in acute myeloid leukemia (AML) and define a mol. target for therapeutic 
interventions by protein tyrosine kinase (PTK) 

inhibitors. We could show that distinct activating FLT3-TKD mutations at 
position D835 mediate primary resistance to FLT3 PTK inhibitors in 
FLT3- trans formed cell lines. In the presence of increasing concns . of the 
FLT3 PTK inhibitor SU5614, we generated inhibitor resistant Ba/F3 
FLT3-internal tandem duplication (ITD) cell lines (Ba/F3 FLT3-ITD-R1-R4 ) 
that were characterized by a 7- to 26-fold higher IC50 (concentration that 
inhibits 50%) to SU5614 compared with the parental ITD cells. The mol. 
characterization of ITD-R1-4 cells demonstrated that specific TKD 
mutations (D835N and Y842H) on the ITD background were acquired during 
selection with SU5614. Introduction of these dual ITD-TKD, but not single 
D835N or Y842H FLT3 mutants, in Ba/F3 cells restored the FLT3 inhibitor 
resistant phenotype. Our data show that preexisting or acquired mutations 
in the PTK domain of FLT3 can induce drug resistance to FLT3 PTK 
inhibitors in vitro. These findings provide a mol. basis for the 
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evaluation of clin. resistance to FLT3 PTK inhibitors in patients with 
AML. 
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The efficacy of conventional cancer therapies such as surgery, 
chemotherapy and radiation is enhanced by the use of a therapeutic 
material which binds to and interacts with galectins. The therapeutic 
material can enhance apoptosis thereby increasing the effectiveness of 
oncolytic agents. It can also inhibit angiogenesis thereby moderating 
tumor growth and/or metastasis. 
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MARPAT 140:689 
Genes that are regulated by tyrosine kinase-dependent 
signal transduction pathways are identified as markers 
for the screening of inhibitors of kinase activity. The change 
in levels of either the protein or mRNA in a suitable test 
system may be used to assess the effectiveness of a test compound as an 
inhibitor of a tyrosine kinase activity. The invention also 
relates to novel methods, wherein a change in the level of at least one 
biomarker in a mammal exposed to a compound, compared to the level of the 
biomarker(s) in a mammal that has not been exposed to the compound, 
indicates whether the mammal is being exposed to, or is experiencing or 
will experience a therapeutic or toxic effect in response to, a compound 
that inhibit tyrosine kinase activity. 
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SUGEN, Inc., South San Francisco, CA, 94080, USA 
SOURCE: Cancer Research (2003), 63(21), 7345-7355 

CODEN: CNREA8; ISSN: 0008-5472 
PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The c-Met receptor tyrosine kinase and its ligand, hepatocyte 

growth factor (HGF) , have been implicated in the development and 

progression of several human cancers and are attractive targets for cancer 

therapy. PHA-665752 was identified as a small mol . , ATP-competitive, 

active-site inhibitor of the catalytic activity of c-Met kinase 

(Ki 4 nM) . PHA-665752 also exhibited >50-fold selectivity for c-Met 

compared with a panel of diverse tyrosine and serine-threonine 

kinases. In cellular studies, PHA-665752 potently inhibited 

HGF-stimulated and constitutive c-Met phosphorylation, as well as HGF and 

c-Met-driven phenotypes such as cell growth (proliferation and survival), 

cell motility, invasion, and/or morphol . of a variety of tumor cells. In 

addition, PHA-665752 inhibited HGF-stimulated or constitutive phosphorylation 

of mediators of downstream signal transduction of 

c-Met, including Gab-1, extracellular regulated kinase, Akt, 

signal transducer and activator of transcription 3, phospholipase 

C y, and focal adhesion kinase, in multiple tumor cell 

lines in a pattern correlating to the phenotypic response of a given tumor 
cell. In in vivo studies, a single dose of PHA-665752 inhibited c-Met 
phosphorylation in tumor xenografts for up to 12 h. Inhibition of c-Met 
phosphorylation was associated with dose-dependent tumor growth 
inhibit ion/growth delay over a repeated administration schedule at 
well-tolerated doses. Interestingly, potent cytoreductive activity was 
demonstrated in a gastric carcinoma xenograft model. Collectively, these 
results demonstrate the feasibility of selectively targeting c-Met with 
ATP-competitive small -mol s. and suggest the therapeutic potential of 
targeting c-Met in human cancers. 
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AB The Met receptor tyrosine kinase has been shown to be 

overexpressed or mutated in a variety of solid tumors and has, therefore, 
been identified as a good candidate for molecularly targeted therapy. 
Activation of the Met tyrosine kinase by the TPR gene was 
originally described in vitro through carcinogen- induced rearrangement. 
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The TPR-MET fusion protein contains constitutively elevated Met 
tyrosine kinase activity and constitutes an ideal model to study 
the transforming activity of the Met kinase. We found, when 
introduced into an interleukin 3 -dependent cell line, TPR-MET induces 
factor independence and constitutive tyrosine phosphorylation of several 
cellular proteins. One major tyrosine phosphorylated 
protein was identified as the TPR-MET oncoprotein itself. 
Inhibition of the Met kinase activity by the novel small mol. 
drug SU11274 [ (3Z) -N- (3 -chlorophenyl ) -3- ( {3 , 5 -dimethyl -4- [ (4- 
methylpiperazin- 1 -yl ) carbonyl ] - lH-pyrrol -2 -yl }methylene) -N-methyl -2 -oxo- 
2, 3-dihydro-lH-indole-5-sulfonamide] led to time- and dose -dependent 
reduced cell growth. The inhibitor did not affect other tyrosine 
kinase oncoproteins, including BCR-ABL, TEL-JAK2, TEL-PDGF0R, 
or TEL-ABL. The Met inhibitor induced Gl cell cycle arrest and apoptosis 
with increased Annexin V staining and caspase 3 activity. The 
autophosphorylation of the Met kinase was reduced on sites that 
have been shown previously to be important for activation of pathways 
involved in cell growth and survival, especially the phosphatidylinositol-3 ' 
kinase and the Ras pathway. In particular, we found that the 
inhibitor blocked phosphorylation of AKT, GSK-3P, and the 
pro-apoptotic transcription factor FKHR. The characterization of SU11274 
as an effective inhibitor of Met tyrosine kinase activity 
illustrates the potential of targeting for Met therapeutic use in cancers 
associated with activated forms of this kinase. 
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AB The present application describes methods for treating cancer with 

anti-ErbB2 antibodies, such as anti-ErbB2 antibodies that block ligand 
activation of an ErbB receptor. Recombinant humanized monoclonal antibody 
2C4 was effective in inhibiting breast cancer tumor growth in MCF7 
xenografts. 
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A review, discussing the benefits and disadvantages of two different 
approaches to mol . -targeted therapeutics, i.e., the use of promiscuous 
small mol. inhibitors acting against multiple targets, such as ZD6474, 
SU6668, or STI-571, vs. combinations of inhibitors, such as ZD1839, 
SC-236, and antisense oligonucleotide against protein 
kinase A type I that work together in an additive or synergistic 
way. 

REFERENCE COUNT: 2 0 THERE ARE 20 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AUTHOR (S) : 
CORPORATE SOURCE 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



L15 ANSWER 24 OF 3 9 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2 006 ACS on STN 
2002 : 888893 HCAPLUS 
137:383800 

Chimeric and humanized antibodies and fragments 
specific to glycosylated EGF receptor for cancer 
diagnosis and therapy 

Old, Lloyd J.; Johns, Terrance Grant; Panousis, Con; 
Scott, Andrew Mark; Renner, Christoph; Ritter, Gerd; 
Jungbluth, Achim; Stockert, Elisabeth; Collins, Peter; 
Cavenee, Webster K. ; Huang, Huei-Jen; Burgess, Anthony 
Wilks; Nice, Edouard Collins 
Ludwig Institute for Cancer Research, USA 
PCT Int. Appl., 245 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 


2002092771 




A2 




20021121 




WO 2002- 


US15185 




20020513 


wo 


2002092771 




A3 




20031127 






















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 






CO, 


CR, 


cu, 


cz, 


DE, 


DK, DM, 


DZ, 


EC, 


EE, 


ES, 


PI, 


GB, 


GD, 


GE, 


GH, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 






PL, 


PT, 


RO, 


RU, 


SD, 


SE, SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 






UA, 


UG, 


US, 


UZ, 


VN, 


YU, ZA, 


ZM, 


ZW 














RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 






KG, 


K2, 


MD, 


RU, 


TJ, 


TM, AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 






GR, 


IE, 


IT, 


LU, 


MC, 


NL, PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 






GN, 


GQ, 


GW, 


ML, 


MR, 


NE, SN, 


TD, 


TG 
















CA 


2447139 






AA 




20021121 




CA 2002- 


2447139 




20020513 



10733803. trn 



Page 28 



14:41 



03/07/2006 10733803 . trn 



EP 1392359 A2 20040303 EP 2002-739258 20020513 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
JP 2004531263 T2 20041014 JP 2002-589639 20020513 

PRIORITY APPLN. INFO. : US 2001-290410P P 20010511 

US 2001-326019P P 20010928 

US 2001-342258P P 20011221 

WO 2002-US15185 W 20020513 

AB The invention relates to specific binding members, particularly antibodies 
and active fragments thereof, which recognize an aberrant 
post-translationally modified, particularly an aberrant glycosylated form 
of the EGFR. The binding members, particularly antibodies and fragments 
thereof, of the invention do not bind to EGFR on normal cells in the 
absence of amplification of the wild- type gene and are capable of binding 
the de2-7 EGFR at an epitope which is distinct from the junctional 
peptide. Antibodies of this type are exemplified by the novel antibody 
806 whose VH and VL sequences are illustrated as SEQ ID Nos: 2 and 4 and 
chimeric antibodies thereof as exemplified by ch806. The antibodies may 
also be radiolabeled for immunodiagnosis and radioimmunotherapy of 
cancers, especially brain-resident cancers. 
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AB Internal tandem duplication (ITd) in the juxtamembrane portion of Fms-like 
tyrosine kinase 3 (FLT3) , a type III receptor tyrosine 
kinase (RTK) , is the most common mol . defect associated with acute 
myeloid leukemia (AML) . The high prevalence of this activating mutation 
makes it a potential target for molecularly based therapy. Indolinone 
tyrosine kinase inhibitors have known activity against KIT, 
another member of the type III RTK family. Given the conserved homol . 
between members of this family, we postulated that the activity of some 
KIT inhibitors would extend to FLT3 . We used various leukemic cell lines 
(BaF3, MV 4-11, RS 4; 11) to test the activity of indolinone compds . 
against the FLT3 kinase activity of both wild-type (WT) and ITD 
isoforms. Both SU5416 and SU5614 were capable of inhibiting 

autophosphorylation of ITD and WT FLT3 (SU5416 concentration that inhibits 50% 
[IC50], 100 nM; and SU5614 IC50 10 nM) . FLT3 -dependent activation of the 
downstream signaling proteins mitogen-activated protein 
kinase (MAPK) and signal transducer and activator of 
transcription 5 (STATS) was also inhibited by treatment in the same 
concentration 

rages. FLT3 inhibition by SU5416 and SU5614 resulted in reduced 
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proliferation (IC50, 250 nM and 100 nM, resp.) and induction of apoptosis 
of FLT3 ITD-pos. leukemic cell lines. Treatment of these cells with an 
alternative growth factor (granulocyte-macrophage colony-stimulating 
factor [GM-CSF] ) restored MAPK signaling and cellular proliferation, 
demonstrating specificity of the observed inhibitory effects. We conclude 
that SU5416 and SU5614 are potent inhibitors of FLT3 . Our finding that 
inhibition of FLT3 induces apoptosis of leukemic cells supports the 
feasibility of targeting FLT3 as a novel treatment strategy for AML. 
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i -phosphatidyl inositol 3-kinase.". 
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Mutations in the proto- oncogene c-kit, including point mutations, 
deletions, or duplications in the neg. regulatory j uxtamembrane (JM) 
domain or point mutations in the catalytic domain, have been observed in 
human and canine cancers and often result in constitutive activation of 
Kit in the absence of ligand binding. To identify a receptor tyrosine 
kinase (RTK) inhibitor capable of blocking the function of mutant 
Kit, we evaluated 3 indolinones (SU11652, SU11654, and SU11655) that act 
as competitive inhibitors of ATP binding to several members of the split 
kinase family of RTKs, including VEGFR, FGFR, PDGFR, and Kit. 
Mast cell lines expressing either wildtype (WT) Kit, a point mutation in 
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the JM domain, a tandem duplication in the JM domain, or a point mutation 
in the catalytic domain were used for these studies. All 3 indolinones 
inhibited phosphorylation of WT Kit in the presence of stem cell factor at 
concns . as low as 0.01 mM. Aut ©phosphorylation of both JM mutants was 
inhibited at 0.01 to 0.1 pM, resulting in cell cycle arrest within 24 
h, whereas autophosphorylat ion of the catalytic domain mutant was 
inhibited at 0.25 to 0.5 nM, resulting in cell death within 24 h. 
Poly (ADP-ribose) polymerase (PARP) cleavage was noted in all Kit mutant 
lines after indolinone treatment. In summary, SU11652, SU11654, and 
SU11655 are effective RTK inhibitors capable of disrupting the function of 
all forms of mutant Kit. Because the concns. of drug necessary for 
receptor inhibition are readily achievable and nontoxic in vivo, these 
compds. may be useful in the treatment of spontaneous cancers expressing 
Kit mutations. 
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AB Title compels. I [Rl = (un) substituted aryl or heteroaryl; R2 = H, halo, 

alkyl, alkenyl, alkynyl, heterocyclyl , etc.; R3 = (un) substituted pyrrole 
or cycloalkenylpyrrole] , as well as pharmaceutical compns. thereof, are 
prepared and disclosed as compds . capable of modulating protein 
kinase signal transduction in order to 

regulate, modulate and/or inhibit abnormal cell proliferation. Thus II, 
was prepared via condensation of 4 -phenyl -1, 3-dihydroindol-2-one with 
5-formyl-2-methyl-4 - [3- (4-methylpiperazin-l-yl) propyl] -lH-pyrrole-3- 
carboxylic acid Et ester. I were evaluated against eight specfic 
kinases, e.g., FGFR1, for which I possessed IC50 values (jjM) of 
0.0091-2.07. The present invention also relates to methods for treating 
protein kinase related disorders. 
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AB Epidermal growth factor receptor (EGFR) tyrosine kinase is a 

potential target for anticancer therapy. ZD1839 (Iressa) is a selective 
inhibitor of EGFR tyrosine kinase. In this study, we 

investigated the question as to whether the antitumor effect of ZD1839 is 
partly attributable to antiangiogenic activity and the potential 
mechanisms involved. Both ZD1839 and SU5416 [a vascular endothelial 
growth factor (VEGF) -receptor tyrosine kinase inhibitor] 
inhibited the migration of human umbilical vein endothelial cell 
cocultivated with EGF-stimulated cancer cells. ZD1839 also inhibited 
EGF-induced migration and the formation of tube-like structures by human 
microvascular endothelial cells. Moreover, ZD1839 almost completely 
blocked EGF-induced neovascularization of mice cornea, and SU5416 
partially blocked neovascularization. In contrast, ZD1839 did not inhibit 
VEGF-induced angiogenesis . However, EGF-induced up-regulation of the 
angiogenic factors, VEGF and IL-8, was almost completely blocked by 
ZD1839. The antitumor effects of ZD1839 could, therefore, be mediated in 
part by the inhibition of tumor angiogenesis through direct effects on 
microvascular endothelial cells that express EGFR and also through reduced 
production of proangiogenic factors by tumor cells. 
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The role of certain cellular kinases active during human 
cytomegalovirus infection is disclosed. These cellular kinases 
are useful to detect HCMV infection, and can be used to screen for 
cellular kinase inhibitors. Cellular kinases 

inhibitors, which effectively downregulate these key cellular components, 
serve as effective therapeutics against HCMV infection. 
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AB The invention relates to methods of reducing proliferation of cells, 

enhancing apoptosis of cells or both in an individual in need thereof, 
comprising administering to the individual a combination of at least one 
farnesyl transferase inhibitor (FTI) , such as an inhibitor or Ras 
function, and at least one signal transduction 

inhibitor (STI) in a therapeutically effective amount, wherein proliferation 
of cells is reduced and/or apoptosis of cells in enhanced in the 
individual. The invention also discloses a method of reducing 
proliferation of STI resistant cells, enhancing apoptosis of STI resistant 
cells, or both in an individual in need thereof, comprising administering 
to the individual a combination of at least one FTI and at least one STI 
in a therapeutically effective amount, wherein proliferation of STI 
resistant cells is reduced and/or apoptosis of STI resistant cells is 
enhanced in the individual. The invention can be used to treat leukemia 
(e.g., CML) using this combination of farnesyl transferase inhibitor and 
signal transduction inhibitor. 
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AB The present invention concerns methods and compns . for identifying human 
targeting peptides sequences. The methods used for phage display 
biopanning in the mouse model system require substantial improvements for 
use with humans. In general, humans suitable for use with phage display 
are either brain dead or terminal wean patients. The amount of phage 
library (preferably primary library) required for administration must be 
significantly increased, preferably 5 orders of magnitude to 1014 TU or 
higher, preferably administered i.v. in .apprx.200 mL of Ringer lactate 
solution over about a 10-min period. To produce such large phage libraries, 
the transformed bacterial pellets recovered from up to 500-1000 
transformations are amplified up to 10 times in the bacterial host, 
recovering the phage from each round of amplification and adding LB Tet 
medium to the bacterial pellet for collection of addnl . phage. Samples of 
various organs and tissues are collected starting .apprx.15 min after 
injection of the phage library; samples are processed and phage collected 
from each organ, tissue or cell type of interest for DNA sequencing to 
determine the amino acid sequences of targeting peptides. A substantial 
improvement in the biopanning technique involves polyorgan targeting. It 
is possible to pool phage collected from multiple organs after a first 
round of biopanning and inject the pooled sample into a new subject, where 
each of the multiple organs may be collected for phage rescue, and the 
protocol repeated for as many rounds of biopanning as desired. In this 
manner, it is possible to significantly reduce the number of subjects 
required for isolation of targeting peptides for multiple organs, while 
still achieving substantial enrichment of the organ-homing phage. Thus, 
320 targeting peptides are identified with specificity for bone marrow, 
adipose tissue, skeletal muscle, prostate, skin, or multiple organs. The 
peptides are of use for targeted delivery of therapeutic agents, including 
gene therapy vectors. Such targeted delivery may be used for detection, 
diagnosis or treatment of human diseases. In certain embodiments, the 
peptide may be attached to an imaging agent and administered to a human to 
obtain an image or to diagnose a disease state. Also disclosed are a 
large number of targeting peptide sequences and consensus motifs that are 
selective for human organs or tissues, obtained by the methods of the 
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This report describes 2 patients with a clin. and hematol . 
chronic myeloid leukemia (CML) in chronic phase who had an 
t (8;22) (pll;qll) . Anal, by fluorescence in situ hybridization (FISH) and 
reverse transcription-polymerase chain reaction (RT-PCR) indicated that 
both patients were neg. for the BCR-ABL fusion, but suggested that the BCR 
gene was disrupted. Further FISH indicated a breakpoint within fibroblast 
growth factor receptor 1 (FGFR1) , the receptor tyrosine kinase 
that is known to be disrupted in a distinctive myeloproliferative 
disorder, most commonly by fusion to ZNF198. RT-PCR confirmed the 
presence in both cases of an in- frame mRNA fusion between BCR exon 4 and 
FGFR1 exon 9. Expression of BCR-FGFR1 in the factor-dependent cell line 
Ba/F3 resulted in interleukin 3 - independent clones that grew at a 
comparable rate to cells transformed with ZNF198 -FGFR1 . The growth of 
transformed cells was inhibited by the phosphatidylinositol 3- 
kinase inhibitor LY294002, the farnesyltransf erase inhibitors 
L744832 and manumycin A, the p38 inhibitors SB202190 and SB203580 but not 
by the MEK inhibitor PD98059. The growth of BaF3/BCR-FGFRl and 
BaF3/ZNF198 -FGFR1 was not significantly inhibited by treatment with 
STI571, but was inhibited by SU54 02, a compound with inhibitory activity 
against FGFR1 . Inhibition with this compound was associated with decreased 
phosphorylation of ERK1/2 and BCR-FGFR1 or ZNF198 -FGFR1 , and was dose 
dependent with an inhibitory concentration of 50% of approx. 5 ^M. As 
expected, growth of BaF3 / BCR-ABL was inhibited by STI571 but not by 
SU5402. The study demonstrates that the BCR-FGFR1 fusion may occur in 
patients with apparently typical CML. Patients with const itutively active 
FGFR1 fusion genes may be amenable to treatment with specific FGFR1 
inhibitors . 
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The invention concerns indolinone compds. and their use to inhibit the 
activity of a receptor tyrosine kinase. The invention is 
preferably used to treat cell proliferative disorders such as cancers 
characterized by over-activity or inappropriate activity of c-kit 
kinase. 
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AB Title compds., e.g. [I; m, n = 0, 1; Q = (JRll)m; Ql = (DR6)n ; when n = 1, 
then A, B, D, E, F = C, N; <3 of A, B, D, E, F = N; when m = 1, 
then G, H, J, K, L = C, N; >1 and <3 of G, H, J, K, L = N; 

when n = 0, then A = C, N, B, F = C, N, NH, O, S; E = C, N, O, S; when m = 
O, then G = C, N, H, K, 1 = C, N, NH, O, S; R1-R13 = H, alkyl, 
trihaloalkyl, cycloalkyl , alkenyl, alkynyl, aryl , heteroaryl, OH, alkoxy, 
SH, alkylthiol, aryloxy, amino, etc.; R4R5 or R5R6 or R6R7 or R7R8 = atoms 
to form a 5-6 membered (hetero)aryl ring; with addnl . provisos], were 
prepared Thus, 6-pyridin-3-yl-l, 3-dihydroindol-2-one (preparation given), 
4-methoxy-3-thien-2-ylbenzaldehyde, and piperidine were refluxed overnight 
in EtOH to give 15% 3- (4-methoxy-3-thien-2-ylbenzylidene) -6-pyridin-3-yl- 
l,3-dihydroindol-2-one. Tested title compds . inhibited HER2 
kinase with IC50 = 16.4 ^M to £100 jaM. 
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TITLE : Targeting angiogenesis inhibits tumor infiltration and 

expression of the pro-invasive protein SPARC 
Vajkoczy, Peter; Menger, Michael D.; Goldbrunner, 
Roland; Ge, Shugang; Annie, T. ; Fong, T. ; Vollmar, 
Brigitte; Schilling, Lothar; Ullrich, Axel; Hirth, K. 
Peter; Tonn, Jorg C; Schmiedek, Peter; Rempel, Sandra 
A. 

Department of Neurosurgery. Klinikum Mannheim, 
University of Heidelberg, Mannheim, D-68167, Germany 
International Journal of Cancer (2000), 87(2), 261-268 
CODEN: IJCNAW; ISSN: 0020-7136 
Wiley-Liss, Inc. 
Journal 
English 

The solid growth of high-grade glioma appears to be critically dependent 
on tumor angiogenesis. It remains unknown, however, whether the diffuse 
infiltration of glioma cells into healthy adjacent tissue is also 
dependent on the formation of new tumor vessels. Here, the authors 
analyze the relation between tumor angiogenesis and tumor cell 
infiltration in an exptl . glioma model. C6 cells were implanted into the 
dorsal skinfold chamber of nude mice, and tumor angiogenesis was monitored 
by intravital fluorescence videomicroscopy . Glioma infiltration was 
assessed by the extent of tumor cell invasion into the adjacent chamber 
tissue and by expression of SPARC, a cellular marker of glioma 
invasiveness. To test the hypothesis that glioma angiogenesis and glioma 
infiltration are codependent, the authors assessed tumor infiltration in 
both the presence and the absence of the angiogenesis inhibitor SU5416. 
SU5416 is a selective inhibitor of the VEGF/Flk-I signal- 
transduction pathway, a critical pathway implicated in angiogenesis. 
Control tumors demonstrated both high angiogenic activity and tumor cell 
invasion accompanied by strong expression of SPARC in invading tumor cells 
at the tumor-host tissue border. SU5416-treated tumors demonstrated 
reduced vascular d. and vascular surface in the tumor periphery 
accompanied by marked inhibition of glioma invasion and decreased SPARC 
expression. A direct effect of SU5416 on glioma cell motility and 
invasiveness was excluded by in vitro migration and invasion assays. 
These results suggest a crucial role for glioma -induced angiogenesis as a 
prerequisite for diffuse tumor invasion and a possible therapeutic role 
for ant i -angiogenic compds . as' inhibitors of both solid and diffuse 
infiltrative tumor growth. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to certain indolinone-based and pyrazolylamide-based 
compds., I and II, their method of synthesis, and combinatorial libraries 
consisting of the compds. [wherein AB = atoms to make up 1-2 fused and/or 
connected rings; R = aromatic or heteroarom. ring which may form an addnl . 
ring by cyclization to the methylene group; Rl, R2 = H, alkyl, 
(hetero)aryl or -aliphatic ring, amino, N02 , halo, etc.; R3 = (un) substituted 
Ph; Z = (un) substituted (CH2)0-3; R4 , R5 = H, alkyl, (hetero)aryl or 
-aliphatic, amine, ketone, etc.]. The invention also relates to methods of 
modulating the function of protein kinases using these 

compds., and methods of treating diseases by modulating the function of 
protein kinases and related signal 

transduction pathways. Data for prepns . and/or biol . activity are 
given, as well as the prepns. of various oxindole intermediates. For 
instance, the pyrazolecarboxamide derivative III gave up to 70% inhibition of 
growth of Calu-6 human lung carcinoma cells as a xenograft in mice. As 
another example, the indolinone derivative IV was prepared by condensation of 
6- (4-methoxyphenyl) -2-oxindole with 3 , 5 -dimethyl -lH-pyrrole-2- 
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carboxaldehyde in the presence of piperidine. Extensive tests of a 
selected compds. against a variety of protein kinases 
are described. 
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AB Indolinones such as I were prepared for modulating tyrosine kinase 
signal transduction in order to regulate, modulate, 

and/or inhibit abnormal cell proliferation. Thus, a mixture of 134.0 mg 
oxindole, 151.4 mg 3-methyl-2-thiophenecarboxaldehyde, and 3 drops of 
piperidine in 2 mL EtOH was stirred at 90° for 3 h to give a 65% 
yield of I . In an ELISA assay to measure the inhibition of 
protein tyrosine kinase activity on the FLK-1 receptor, 
I showed an IC50 of 4.5 uM. 
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AB The invention relates to indolinone derivs . capable of modulating, 
regulating, and/or inhibiting protein kinase 
signal transduction. The compds . are useful for the 
treatment of diseases related to unregulated protein 
kinase signal transduction, including cell 

proliferative diseases such as cancer, atherosclerosis, arthritis, and 
restenosis, and metabolic diseases such as diabetes. Inhibitors specific 
to the FLK protein kinase can be obtained by adding 

chemical substituents to the 3- [ (indole-3-yl) methylene] -2- indolinone system, 
in particular at the l 1 position of the indole ring. Indolinone compds. 
that specifically inhibit the FLK and platelet derived growth factor 
protein kinases can harbor a tetrahydroindole or 

cyclopentano [b] pyrrole moiety. Indolinone compds. that are modified with 
substituents, particularly at the 5 position of the oxindole ring, can 
effectively activate protein kinases. This invention 
also features novel hydro s ol . indolinone compds. that are tyrosine 
kinase inhibitors, and related products and methods. Approx. 1200 
title compds., such as I, were prepared by combinatorial condensation of 
certain (un) substituted indolinones with aldehydes at the 3-position. I 
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gave complete inhibition of MET kinase at chimeric MET receptors 
in vitro. 
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AB Indolinone compds . , hexahydro -cyclohept a [b] pyrrole oxindoles of formula I 
[Rl, R2 = H, alkyl, cycloalkyl , aryl , etc.; R3-R6 = H, halo, alkyl, 
cycloalkyl, alkoxy, aryl, aryloxy, heteroaryl, etc.; R7 = H, alkyl, 
cycloalkyl, aryl, OH, CN, etc.; R8 = H, alkyl, cycloalkyl, aryl, 
hydroxyalkylene, etc.; R9 = H, alkyl, cycloalkyl, aryl, heteroaryl, 
heterocyclyl ; p = 1-2], are prepared which are useful as protein kinase 
inhibitors. Thus, II was prepared from 3- (3-dimethylaminopropyl) - 
1,4,5,6,7,8 -hexahydro-cyclohepta [b] pyrrol e -2 -carbaldehyde (preparation given) 
and 2 -oxindole. 

IT 760997-72-6P 760997-73-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 
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(preparation of hexahydro-cycloheptapyrrole oxindole as protein kinase 
inhibitors) 
RN 760997-72-6 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - (5-bromo-l , 2-dihydro-2-oxo- 
3H-indol-3-ylidene) methyl] -1,4 ,5,6,7, 8-hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - (5-f luoro-1 , 2-dihydro-2-oxo- 
3H-indol-3-ylidene) methyl] -1,4, 5,6,7, 8-hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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760998-14-9P 760998-15-0P 760998-16-1P 
760998-17-2P 760998-18-3P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of hexahydro-cycloheptapyrrole oxindole as protein kinase 
inhibitors) 
RN 760997-43-1 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro- , (3Z) - (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-44-2 HCAPLUS 

CN 2H-Indol-2-one, 5-bromo-3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2-yl] methylene] -1 , 3-dihydro- , (3Z) - (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-45-3 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2-yl] methylene] -5-fluoro-l , 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-46-4 HCAPLUS 
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CN lH-Indole-5 -sulfonamide, 3 - [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl ] methylene] -2,3 -dihydro-N, N-dimethyl -2 - 
OXO-, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-47-5 HCAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -2 , 3 -dihydro-N -methyl -2-oxo- , 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NHMe 



NMe2 



RN 760997-48-6 HCAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 
hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -2 , 3 -dihydro- 2-oxo- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



V/° 




RN 760997-49-7 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 
hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro-5- 
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( methyl sul fonyl) -, (3Z) - (9CI) (CA INDEX NAME) 
Double bond geometry as shown. 




NMe2 



RN 760997-50-0 HCAPLUS 

CN 2H-Indol-2-one, 3- t [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -5- (ethyl sul fonyl) -1 , 3 -dihydro- 
, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-51-1 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -1 , 3-dihydro-5-methoxy- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OMe 



NMe2 



RN 760997-52-2 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -1 , 3 -dihydro-6-methoxy- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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NMe2 



RN 760997-53-3 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocycl ohept a [b] pyrrol -2 -yl] methylene] -1 , 3-dihydro-5-phenyl- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-54-4 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3 - (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -6- (4-f luorophenyl ) -1,3- 
dihydro-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-55-5 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -1,4,5,6,7,8- 

hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -5- (3-f luorophenyl ) -1,3- 
dihydro-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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NMe2 



RN 760997-56-6 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dime thy lamino) propyl] -1,4,5,6,7,8- 
hexahydrocyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro-5- 
[ (phenylmethyl) sulfonyl] -, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



RN 760997-57-7 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1, 4 , 5, 6, 7, 8 -hexahydro-3 - [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol-2-yl] methylene] -1 , 3 -dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-58-8 HCAPLUS 

CN 2H-Indol-2-one, 5-bromo-3- [ [1 , 4 , 5 , 6, 7, 8 -hexahydro-3- [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol-2-yl] methylene] -1 , 3 -dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 760997-59-9 HCAPLUS 

CN 2H-Indol-2-one, 5-fluoro-3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3 - [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol-2-yl] methylene] -1,3-dihydro-, (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




F 



RN 760997-60-2 HCAPLUS 

CN lH-Indole-5 -sulfonamide, 3- [ [1 , 4 , 5 , 6 , 7, 8 -hexahydro-3- [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol -2 -yl] methylene] -2,3-dihydro-N,N- 
dimethyl-2-oxo-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN ' 760997-61-3 HCAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ [1, 4 , 5, 6, 7, 8 -hexahydro-3- [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol -2 -yl] methylene] -2 , 3-dihydro-N- 
methyl-2-oxo-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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NHMe 



RN 760997-62-4 HCAPLUS 

CN 1H- Indole- 5-sulf onamide, 3- [ [1 , 4 , 5, 6 , 7 , 8 -hexahydro-3- [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol -2 -yl] methylene] -2 , 3-dihydro-2 -oxo- , 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NH 2 



RN 760997-63-5 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1, 4, 5, 6, 7, 8 -hexahydro-3- [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol -2 -yl] methylene] -l,3-dihydro-5- 
( methyl sulfonyl) -, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-64-6 HCAPLUS 

CN 2H-Indol-2-one, 5- (ethyl sulfonyl) -3- [ [1 , 4 , 5 , 6 , 7 , 8-hexahydro-3 - [3- (4- 

morpholinyl) propyl] cyclohepta [b] pyrrol -2 -yl] methylene] -1 , 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 760997-65-7 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1,4, 5, 6, 7, 8 -hexahydro-3- [3- (4- 

morphol inyl ) propyl ] cyclohepta [b] pyrrol -2 -yl ] methylene] -1,3 -dihydro -5 - 
methoxy-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OMe 



RN 760997-66-8 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3- [3- (4- 

morphol inyl ) propyl ] cyclohepta [b] pyrrol -2 -yl ] methylene] -1,3 -dihydro- 6- 
methoxy-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-67-9 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3- [3- (4- 

morphol inyl ) propyl ] cyclohepta [b] pyrrol - 2 -yl ] methyl ene] -1,3 -dihydro- 5 - 
phenyl-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 760997-68-0 HCAPLUS 

CN 2H-Indol-2-one, 6- (4-f luorophenyl ) -3- [ [1, 4 , 5, 6, 7, 8 -hexahydro-3 - [3- (4- 

morphol inyl) propyl ] cyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-69-1 HCAPLUS 

CN 2H-Indol-2-one, 5- (3 -f luorophenyl) -3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3- [3- (4- 

morphol inyl) propyl] cyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-70-4 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6, 7, 8 -hexahydro-3- [3- (4- 

morphol inyl ) propyl ] cyclohepta [b] pyrrol -2 -yl ] methylene] -1,3 -dihydro- 5 - 
[ (phenylmethyl) sulfonyl] -, (3Z) - (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




RN 760997-71-5 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - (1 , 2-dihydro-2-oxo-3H-indol- 
3 -yli dene) methyl] -1 , 4 , 5 , 6 , 7 , 8-hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-74-8 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - (5-chloro-l , 2-dihydro-2-oxo- 
3H- indol -3 -ylidene) methyl] -1,4, 5, 6,7,8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-75-9 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - (1 , 2-dihydro-5-methoxy-2-oxo- 
3H- indol -3-ylidene) methyl] -1,4, 5,6,7, 8-hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



10733803. trn Page 55 14:41 



03/07/2006 10733803 . trn 




OMe 



C0 2 H 



RN 760997-76-0 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - [1 , 2-dihydro-5- 

( methyl sul f onyl ) - 2 -oxo-3H- indol -3 -yl idene] methyl j-1,4,5,6,7,8 -hexahydro - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



V/° 




C0 2 H 



RN 760997-77-1 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - [5- (ethyl sul f onyl) -1 , 2- 

d ihydro - 2 - oxo - 3 H - indol - 3 - y 1 idene ] methyl 1-1,4,5,6,7,8 - hexahydro - ( 9 CI ) ( CA 
INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-78-2 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - [5- (aminosulf onyl ) -1,2- 

dihydro-2 -oxo - 3 H- indol -3 -yl idene] methyl 1-1,4,5,6,7,8 -hexahydro- ( 9 CI ) { CA 
INDEX NAME) 

Double bond geometry as shown. 
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RN 760997-79-3 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - [1 , 2-dihydro-5- 

[ (methylamino) sul f onyl ] -2 -oxo-3H- indol -3 -yl idene] methyl ] - l , 4,5,6,7, 8 - 
hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




NHMe 



C0 2 H 



RN 760997-80-6 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - [5- [ (dimethylamino) sulfonyl] - 
l,2-dihydro-2-oxo-3H-indol-3-ylidene] methyl] -1 , 4 , 5 , 6 , 7 , 8 -hexahydro- (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




NMe2 



CO2H 



RN 760997-81-7 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - (l,2-dihydro-2-oxo-5-phenyl- 
3H- indol -3 -yl idene) methyl] -1,4, 5, 6, 7, 8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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"C0 2 H 



RN 760997-82-8 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - [5- [ [ (2 , 6- 

dichlorophenyl ) methyl ] sul f onyl ] - 1 , 2 -dihydro-2 -oxo-3H- indol -3 - 
ylidene] methyl] -1,4, 5, 6,7,8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-83-9 HCAPLUS 

CN Cyclohepta [b] pyrrole- 3 -propanoic acid, 2- [ (Z) - (1, 2-dihydro-4-methyl-2-oxo- 
3H- indol -3 -ylidene) methyl] -1,4, 5, 6, 7, 8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-84-0 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - [1 , 2-dihydro-4- (2- 

hydroxyethyl ) -2 -oxo-3H- indol -3 -ylidene] methyl] -1,4,5,6,7, 8-hexahydro- 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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OH 



C0 2 H 



RN 760997-85-1 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - [4- (3 -f luorophenyl) -1,2- 

dihydro-2 -oxo-3H- indol -3 -yl idene] methyl 1-1,4,5,6,7,8 -hexahydro - ( 9CI ) ( CA 
INDEX NAME) 

Double bond geometry as shown. 




CO2H 



RN 760997-86-2 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - (6-bromo-l, 2-dihydro-2-oxo- 
3H- indol -3 -yl idene) methyl] -1,4, 5,6,7 , 8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-87-3 HCAPLUS 

CN Cyclohepta [b] pyrrole-3 -propanoic acid, 2- [ (Z) - (1 , 2-dihydro-6-methoxy-2-oxo- 
3H- indol -3 -yl idene) methyl] -1,4,5,6, 7, 8 -hexahydro- (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




C0 2 H 



RN 760997-88-4 HCAPLUS 

CN Cyclohepta [b]pyrrole-3 -propanoic acid, 2- [ (Z) - (1, 2-dihydro-2-oxo-6-phenyl- 
3H- indol- 3-y lidene) methyl] -1,4 ,5,6,7 , 8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




C0 2 H 



RN 760997-89-5 HCAPLUS 

CN 2H- Indol -2 -one, 3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3 - (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro- , (32) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OH 



RN 760997-90-8 HCAPLUS 

CN 2H-Indol-2-one, 5-bromo-3- [ [1 , 4 , 5 , 6, 7, 8 -hexahydro-3- (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2 -yl] methylene] -1, 3-dihydro-, (32) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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OH 



RN 760997-91-9 HCAPLUS 

CN 2H-Indol-2-one, 5-fluoro-3- [ [1,4, 5, 6, 7, 8 -hexahydro-3 - (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2-yl] methylene] -1, 3-dihydro-, (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OH 



RN 760997-92-0 HCAPLUS 

CN 2H-Indol-2-one, 5-chloro-3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3 - (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2-yl] methylene] -1 , 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OH 



RN 760997-93-1 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3 - (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2-yl] methylene] -1, 3-dihydro -5 -me thoxy- , 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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OH 



RN 760997-94-2 HCAPLUS 

CN 2H-Indol-2-one / 3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3- (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl] methylene] -l,3-dihydro-5- 
( methyl sulfonyl) -, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



V/° 




RN 760997-95-3 HCAPLUS 

CN 2H-Indol-2-one, 5- (ethyl sulfonyl) -3- [ [1, 4 , 5, 6, 7, 8 -hexahydro-3- (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2 -yl] methylene] -1 , 3 -dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760997-96-4 HCAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ [1, 4 , 5, 6, 7, 8 -hexahydro-3- (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl ] methylene] -2 , 3 -dihydro- 2 -oxo- , 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



10733803. trn Page 62 14:41 



03/07/2006 10733803. trn 




OH 



RN 760997-97-5 HCAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ [1, 4 , 5, 6, 7, 8-hexahydro-3- (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2 -yl] methylene] -2 , 3-dihydro-N-methyl-2- 
OXO- # (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



V/° 




NHMe 



RN 760997-98-6 HCAPLUS 

CN lH-Indole-5 -sulfonamide, 3- [ [1 , 4 , 5 , 6 , 7 , 8-hexahydro-3- (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl] methylene] -2,3 -dihydro-N, N-dimethyl - 
2-oxo-, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OH 



RN 760997-99-7 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1, 4 , 5, 6, 7, 8-hexahydro-3- (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl ] methylene] -1,3 -dihydro- 5 -phenyl - , 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



10733803. trn Page 63 14:41 



03/07/2006 10733803. trn 




RN 760998-00-3 HCAPLUS 

CN 2H-Indol-2-one, 5- [ [ (2 , 6-dichlorophenyl ) methyl ] sulfonyl] -3 -[[1,4, 5,6, 7, 8- 
hexahydro-3- (3-hydroxypropyl) cyclohepta [b] pyrrol -2 -yl] methylene] -1,3- 
dihydro-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760998-01-4 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1,4, 5, 6, 7, 8 -hexahydro-3 - (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl] methylene] -1,3 -dihydro-4 -methyl- , 
(3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760998-02-5 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6 , 7 , 8 -hexahydro-3- (3- 

hydroxypropyl ) cyclohepta [b] pyrrol -2 -yl] methylene] -1 , 3 -dihydro-4- (2- 
hydroxyethyl ) - , (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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OH 



RN 760998-03-6 HCAPLUS 

CN 2H-Indol-2-one, 4- (3-f luorophenyl) -3- [ [1, 4 , 5, 6, 7, 8-hexahydro-3- (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2 -yl] methylene] -1 , 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760998-04-7 HCAPLUS 

CN 2H-Indol-2-one / 6-bromo-3- [ [1,4 , 5, 6, 7, 8-hexahydro-3- (3- 

hydroxypropyl) cyclohepta [b] pyrrol-2-yl] methylene] -1 , 3-dihydro- , (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OH 



RN 760998-05-8 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6 , 7 , 8-hexahydro-3- (3- 

hydroxypropyl ) cyclohepta [b] pyrrol - 2 -yl ] methyl ene] - 1 , 3 -dihydro- 6 -methoxy- , 
(3Z)- (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




RN 760998-06-9 HCAPLUS 

CN 2H-Indol-2-one, 3- [ [1 , 4 , 5 , 6 , 7 , 8-hexahydro-3- (3- 

hydroxypropyl) cyclohepta [b] pyrrol -2 -yl] methylene] -l,3-dihydro-6-phenyl-, 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760998-07-0 HCAPLUS 

CN Cyclohepta [b] pyrrole-3-propanamide, 2- [ (Z) - (5-bromo-l , 2-dihydro-2-oxo-3H- 
indol -3 -ylidene) methyl] -1,4, 5, 6,7,8 -hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 760998-08-1 HCAPLUS 

CN Cyclohepta [b]pyrrole-3-propanamide, 2- [ (Z) - (5-bromo-l , 2-dihydro-2-oxo-3H- 
indol -3 -yl idene ) methyl ]-l,4,5,6,7,8 -hexahydro-N-methyl - ( 9CI ) ( CA INDEX 
NAME) 



Double bond geometry as shown. 
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Br 



RN 760998-09-2 HCAPLUS 

CN Cyclohepta [b] pyrrole-3-propanamide, 2- [ (Z) - (5-bromo-l ,2-dihydro-2-oxo-3H- 
indol -3 -yl idene) methyl 1-1,4,5,6,7,8 -hexahydro-N, N-dimethyl - ( 9CI ) ( CA 
INDEX NAME) 

Double bond geometry as shown. 




YNMe 2 



RN 760998-10-5 HCAPLUS 

CN Morpholine, 4- [3- [2- [ (Z) - (5-bromo-l , 2 -dihydro-2-oxo-3H-indol -3 - 

yl idene ) methyl 1-1,4,5,6,7,8 -hexahydrocyclohepta [b] pyrrol -3 -yl ] - 1 - 
oxopropyl]- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Br 



RN 760998-11-6 HCAPLUS 

CN Cyclohepta [b] pyrrole-3-propanamide, 2- [ (Z) - (5-bromo-l, 2 -dihydro-2-oxo-3H- 
indol -3 -yl idene) methyl] -1, 4 , 5, 6, 7, 8 -hexahydro-N- [2- (4-morpholinyl ) ethyl] - 
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(9CI) (CA INDEX NAME) 
Double bond geometry as shown. 



H 




Br 



RN 760998-12-7 HCAPLUS 

CN Pyrrolidine, 1- [3- [2- [ (Z) - (5-bromo-l, 2-dihydro-2-oxo-3H-indol-3- 
ylidene) methyl] -1 , 4 , 5 , 6 , 7 , 8-hexahydrocyclohepta [b] pyrrol -3 -yl] -1- 
oxopropyl] -2- (1 -pyrrol idinylmethyl) -, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 760998-13-8 HCAPLUS 

CN Cyclohepta [b] pyrrole-3-propanamide, 2- [ (Z) - (5-f luoro-1 , 2-dihydro-2-oxo 
indol-3-ylidene) methyl] -1,4 ,5,6,7, 8-hexahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




0 
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RN 760998-14-9 HCAPLUS 

CN Cyclohepta [b] pyrrole-3-propanamide, 2- [ (Z) - (5-f luoro-1, 2-dihydro-2-oxo-3H- 
indol -3 -yl idene) methyl ]-l,4,5,6,7,8 -hexahydro-N -methyl - ( 9 CI ) (CA INDEX 
NAME) 

Double bond geometry as shown. 




RN 760998-15-0 HCAPLUS 

CN Cyclohepta [b]pyrrole-3-propanamide, 2- [ (Z) - (5-f luoro-1 , 2-dihydro-2-oxo-3H- 
indol -3 -yl idene) methyl ]-l,4,5,6,7,8 -hexahydro-N , N-dimethyl - ( 9CI ) ( CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 760998-16-1 HCAPLUS 

CN Morpholine, 4- [3- [2- [ (Z) - (5-f luoro-1, 2-dihydro-2-oxo-3H-indol-3- 
yl idene) methyl ]-l,4,5,6,7,8 -hexahydrocyclohepta [b] pyrrol -3 -yl ] - 1 - 
oxopropyl]- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 
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F 



RN 760998-17-2 HCAPLUS 

CN Cyclohepta [b] pyrrol e-3-propanamide, 2- [ (Z) - (5-f luoro-1 , 2-dihydro-2-oxo-3H- 
indol -3 -ylidene) methyl] -1 , 4 , 5 , 6 , 7 , 8 -hexahydro-N- [2- (4-morpholinyl) ethyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



H 




F 



RN 760998-18-3 HCAPLUS 

CN Pyrrolidine, 1- [3- [2- [ (Z) - (5-f luoro-1, 2 -dihydro-2 -oxo-3H-indol -3 - 
yl idene) methyl 1-1,4,5,6,7,8 -hexahydrocyclohept a [b] pyrrol -3 -yl ] - 1 - 
oxopropyl] -2- (1 -pyrrol idinylmethyl) -, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 124.62 467.18 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -30.00 -30.00 
STN INTERNATIONAL LOGOFF AT 14:42:29 ON 07 MAR 2006 



10733803. trn Page 71 14:41 



